(E)-N 1 -(2-(4-(tert-butyl)styryl)-6-methylquinazolin-4-yl)-N 2 ,N 2 -dimethylethane-1,2-diamine (8c)
The title compound was synthesized according to general procedure B and purified by flash chromatography (0-10% CH 3 OH/CH 2 Cl 2 ) to yield a clear oil (0.016 g, 23%): 1 
-benzyl-N 4 -(2-(dimethylamino)ethyl)-6-methylquinazoline-2,4-diamine (8f)
Boc amine SI8 (0.015 g, 0.034 mmol) was added to a flame dried flask and dissolved 5.2 mL dry CH 2 Cl 2 and cooled to 0 °C. TFA (1.8 mL) was added dropwise at 0 °C and then reaction was allowed to warm to room temperature. After 4.5 h the reaction was poured into a saturated NaHCO 3 and pH was adjusted to 10 with 10% NaOH. The organic layer was collected and the aqueous layer was extracted twice more with 10 mL CH 2 Cl 2 . Combined organic fractions were dried over Na 2 038 mmol) was added to a flame dried flask and dissolved 6.4 mL dry CH 2 Cl 2 and cooled to 0 °C. TFA (2.2 mL) was added dropwise at 0 °C and then reaction was allowed to warm to room temperature. After 4.5 h the reaction was poured into a saturated NaHCO 3 and pH was adjusted to 10 with 10% NaOH. The organic layer was collected and the aqueous layer was extracted twice more with 10 mL CH 2 Cl 2 . Combined organic fractions were dried over Na 2 SO 4 and concentrated in vacuo to yield the title compound as an off yellow solid (0.014 g, 100%): No further purification was necessary. %) 1 N 4 -(2-(dimethylamino)ethyl)-6-methylquinazoline-2,4-diamine (8h) Boc amine SI10 (0.010 g, 0.021 mmol) was added to a flame dried flask and dissolved 3 mL dry CH 2 Cl 2 and cooled to 0 °C. TFA (9 mL) was added dropwise at 0 °C and then reaction was allowed to warm to room temperature overnight. The next morning the reaction was poured into a saturated NaHCO 3 and pH was adjusted to 10 with 10% NaOH. The organic layer was collected and the aqueous layer was extracted twice more with 10 mL CH 2 Cl 2 . Combined organic fractions were dried over Na 2 SO 4 and concentrated in vacuo to yield the title compound as an off yellow solid (0.002 g, 40%): No further purification was necessary. 1 
Ethyl 4-((2-(dimethylamino)ethyl)amino)-6-methylquinazoline-2-carboxylate (11a)
Ester 10 (1.033 mmol, 1.0 equiv) was dissolved in dichloromethane (CH 2 Cl 2 ). To this solution, N,N-dimethylethylene diamine (1.2 equiv) and diisopropylethylamine (2.0 equiv) were added and the mixture was stirred at room temperature for 3 days. The solvent was removed in vacuo and the product purified by flash chromatography (5-30% CH 3 OH/CH 2 Cl 2 ). The resulting product was then washed with 3 x 20 mL of brine and the aqueous layers extracted with 6 x 30 mL of CH 2 Cl 2 . The organic layers were dried using Na 2 SO 4 and the solvent removed in vacuo to give the product as a white solid (0.294g, 94%): 1 
N-(4-chlorobenzyl)-4-((2-(dimethylamino)ethyl)amino)-6-methylquinazoline-2-carboxamide (11d)
Ester 11b (0.0510g, 0.169 mmol) was dissolved in THF (16.53 ml, 0.01 M). 4-Chlorobenzylamine (0.030 ml, 5 equiv) and i-PrMgCl•LiCl (0.381 ml, 3 equiv, 1.3 M in THF) were added and the solution was stirred for 18h at room temperature followed by addition of HCl (10.0 ml, 3 M) and stirring for 5 min. The solution was diluted with EtOAc and made basic with Na 2 CO 3 (sat.). The aqueous layer was extracted with EtOAc and the combined organics were dried over Na 2 SO 4 and filtered. The solvent was removed in vacuo and the product was purified by reverse phase flash chromatography (C18 column, 0 -100% CH 3 CN + 0.001% AcOH in 
(E)-2-((2-(4-chlorostyryl)-6-methylquinazolin-4-yl)amino)ethan-1-aminium 2,2,2-trifluoroacetate (13c)
The Boc-protected amine 13b (0.015 g, 0.034 mmol) was dissolved in CH 2 Cl 2 /trifluoroacetic acid (2 mL, 1:1) and stirred for three hours at room temperature. The solvent was removed in vacuo and the product was coevaporated twice with methanol and benzene, followed by CH 2 (2-((2-(4-chlorostyryl) 
Tert-butyl (E)-

(E)-2-((2-(4-chlorostyryl)benzo[g]quinazolin-4-yl)amino)ethan-1-aminium 2,2,2-trifluoroacetate (13l)
The Boc-protected amine 13i (0.031 g, 0.144 mmol) was dissolved in CH 2 Cl 2 /trifluoroacetic acid (8.6 mL, 1:1) and stirred for three hours at room temperature. The solvent was removed in vacuo and the product was coevaporated twice with methanol and benzene, then once with 
(E)-N-(2-((2-(4-chlorostyryl)benzo[g]quinazolin-4-yl)amino)ethyl)acetamide (13m)
The trifluoroacetate salt 13l (0.020 g, 0.041 mmol) was dissolved in CH 2 Cl 2 (2 mL). To this solution, triethylamine (0.02 mL, 0.143 mmol) was added and the mixture was stirred for 15 min at room temperature. Acetic anhydride (0.01 mL, 0.016 mmol) was added and the mixture was 
(E)-2-((2-(4-chlorostyryl)benzo[g]quinazolin-4-yl)amino)-N,N,N-trimethylethan-1-aminium iodide (13k)
Methyl iodide (0.10 mL, 
(E)-(2-(4-chlorostyryl)-4-((2-(dimethylamino)ethyl)amino)quinazolin-6-yl)(phenyl)methanone (14)
Aryl iodide 5g (0.051 g, 0.107 mmol) was combined with PdCl 2 (0.001 g, 0.005 mmol) and PPh 3 (0.003 g, 0.011 mmol) in dry DMF (1 mL). Bu 3 SnPh (0.04 mL, 0.012 mmol) was added and the mixture stirred under argon for 5 min. Carbon monoxide was bubbled through the reaction mixture for 5 min followed by a balloon of CO fitted over the reaction mixture by a needle. The mixture was heated to 90 ˚C for 4 h. Upon cooling to rt, the mixture was diluted with EtOAc and washed with H 2 O. The aqueous layer was extracted with EtOAc once more. The aqueous layer became cloudy upon addition of brine. After extraction with EtOAc once more, the combined organics were dried over Na 2 synthesize compounds 3a, 3b, 3c,  3d, 3f, and 3g . Acetic anhydride (3 mL) was added to the appropriate anthranilic acid (0.14 g, 0.76 mmol) and heated to reflux for 3 h. The solvent was removed in vacuo, NH 3 (3 mL, 28% sol'n in H 2 O) was added and the solution was heated at 100 ˚C for 12 h. The precipitate was filtered and washed with H 2 O (2 x 15 mL) and CH 3 OH (1 x10 mL) yielding a solid.
General Procedure B:
The following procedure was used to synthesize compounds 4a, 4b, 4c, 4d, 4f, and 4g and the precursors to 8a, 8b, 8c, and 8d* (not shown in manuscript). To a solution of 3 (1 equiv) in acetic acid (0.10 M) was added an p-chlorobenzaldehyde (1.1 equiv). The solution was refluxed overnight and cooled to room temperature. The product precipitated out of solution and was collected by vacuum filtration. The unpurified product was dried under vacuum for 3 h. The crude aldol product was dissolved in toluene (0.020 M) and N,Ndimethylaniline (2 equiv) and phosphorus oxychloride (2 equiv) were added to the solution. This mixture was heated to reflux overnight. The solution turned purple and was cooled to room temperature. The solvent was removed in vacuo and the product purified by flash chromatography. *Compounds 8a-8e were made as above from 3 and 3,4,5-trifluorobenzaldehyde, p-(trifluoromethyl)benzaldehyde, p-(tert-butyl)benzaldehyde, pbromobenzaldehyde and p-iodobenzaldehyde, respectively.
General Procedure C:
The following procedure was used to synthesize compounds 5a, 5b, 5c, 5d, 5f, 5g, 8a, 8b, 8c, and 8d* To a solution of intermediate 4 in toluene (0.025 M) was added Et 3 N (2.0 equiv), N,N-dimethylethylenediamine (1.1 equiv), and 4-dimethylaminopyridine (0.10 equiv). The solution was refluxed overnight. Upon cooling to room temperature, the solvent was removed in vacuo and the crude product was purified by flash chromatography. *Compound 8a-8d were synthesized from their corresponding chlorinated precursor, as mentioned in general procedure B. 
General Procedure D:
The following procedure was used to synthesize compounds 5h, 5i, 5j, 5k, and 5l. Quinazoline 5f or 5g (1.0 equiv), K 2 CO 3 (1.5 equiv), a boronic acid (1.2 equiv), and Pd(dppf)Cl 2 (0.1 equiv) were combined in a 5 mL microwave vial with a stir bar. The vial was sealed and the compounds were stirred and flushed with argon for 5 min. In a separate vial, 2.0 mL of a solution of CH 3 CN/H 2 O (1:1) was sparged with argon for five min, then transferred to the microwave vial. The resulting solution was irradiated in a microwave reactor for 45 min at 140 ˚C. The vial was opened and the solution washed with 3 x 10 mL of dichloromethane (CH 2 Cl 2 ). The solvent was removed in vacuo and the product purified by flash chromatography (5%-20% CH 3 OH/CH 2 Cl 2 ).
General Procedure E:
The following procedure was used to synthesize compounds 8e, 8f, and 8g. Boc-protected aryl chloride 7 (1 equiv) was added to an oven dried 50 mL heavy walled pressured vessel and dissolved in DMSO (2 mL). A benzyl amine (3 equiv ) was then added and tube was sealed and heated to 90° C. After 16 h the heat was turned off and vessel was allowed to cool to room temperature. The reaction was poured into 10 mL CH 2 Cl 2 and 10 mL water. The organic layer was collected and the aqueous layer was extracted twice more with 10 mL CH 2 Cl 2 . Combined organic fractions were washed brine (3 x 10 mL) and dried over Na 2 SO 4 , filtered and concentrated. Purification by flash column chromatography afforded the title compounds in 43-64%.
General Procedure F:
The following procedure was used to synthesize compounds 8h, 8i, 8j, 8k, and 8l. Aryl chloride (1.0 equiv), K 2 CO 3 (1.5 equiv), boronic acid (1.2 equiv), Pd(dppf)Cl 2 (0.10 equiv) were added to a 2.0-5.0 mL microwave vial with stir bar and then and capped. The mixture was stirred at room temperature and purged with argon while a mixture of CH 3 CN/H 2 O (0.05 M, 1:1) was added by syringe. The resulting solution was then sparged for 5 min prior to irradiation in a microwave reactor at 140 ˚C for 45 min. The mixture was transferred to a 30 mL separatory funnel and extracted with EtOAc (3 X 10ml). The organic layers were combined and dried over Na 2 SO 4 . The solvent was removed in vacuo and purification was preformed by flash column chromatography (5-15% CH 3 OH/CH 2 Cl 2 ). 
6,7-dimethoxy-2-methylquinazolin-4(3H)-one (3e)
The pure product was dried under vacuum as a tan solid (0.354 g, 62% 4-chloro-2-(4-iodostyryl) 
2,4-dichloro-6-methylquinazoline (SI6)
The starting material (6, 1.20 g, 6.83 mmol) was dissolved in phosphorus oxychloride (7.0 mL, 75.5 mmol). To this N,N-dimethylaniline (0.430 mL, 3.39 mmol) was added and the reaction mixture was heated to reflux for six hours. The solution was dried in vacuo and purified by flash column chromatography (30% EtOAc/hexanes) to give a white solid (1. and purified by flash column chromatography (6 to 10% CH 3 OH/CH 2 Cl 2 ) to give a white solid (0.046 g, 74% 
Tert-butyl (2-chloro-6-methylquinazolin-4-yl)(2-(dimethylamino)ethyl)carbamate (SI7)
To a solution of # (0.510 g, 1.931 mmol) in THF (5.8 mL) was added di-tert-butyl dicarbonate (0.632 g, 2.896 mmol), triethylamine ( 0.538 mL, 3.862 mmol), and 4-dimethylaminopyridine (0.012 g, 0.097 mmol). The solution was allowed to stir overnight at room temperature. The solvent was removed in vacuo and the crude product was redissolved in dichloromethane. The solution was then extracted with water (3 x 60 mL). The organic layer was dried over sodium sulfate, filtered, and concentrated in vacuo. The crude product was purified by flash chromatography (5% CH 3 OH:CHCl 3 ) to afford the product as a pale yellow oil (0.510 g, 0  10  20  30  40  50  60  70  80  90  100  110  120  130  140  150  160  170  180  190  200  210  220  230 f1 ( 30  40  50  60  70  80  90  100  110  120  130  140  150  160  170  180  190  200 f1 ( 0  10  20  30  40  50  60  70  80  90  100  110  120  130  140  150  160  170  180  190  200 f1 ( 
